(12) INTERNATIONAL 



afPu- 



CATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(19) World Intellectual Property 
Organization 
International Bureau 

(43) International Publication Date 
15 January 2004 (15.01.2004) 




PCT 



iiniiiiiiiiiiiiiiiiiiiiiiiiw^ 

(10) International Publication Number 

wo 2004/005346 A3 



(51) International Patent Classification'': C12N 15/12, 
C07K 14/72. 16/28, C12Q 1/68, GOIN 33/53, 33/50, 
C12N 5/10, A61K 38/17, 39/00, AOIK 67/027 

(21) International Application Number: 

PCT/GB2003/002848 



(22) International Filing Date: 

(25) Filing Language: 

(26) Publication Language: 



3 July 2003 (03.07.2003) 
English 
English 



(30) Priority Data: 
0215406.0 



3 July 2002 (03.07.2002) GB 



(71) Applicant (for all designated States except US): INPHAR- 
MATICA LIMITED [GB/GB]; 60 Charlotte Street, Lon- 
don WIT 2NU (GB). 

(72) Inventors; and 

(75) Inventors/Applicants (for US only)i PHELPS , Christo- 
pher, Benjamin [GB/GB]; Inpharmatica limited, 60 
Charlotte Street, London WIT 2NU (GB). FAGAN, 
Richard, Joseph [US/GB]; Inpharmatica Limited, 60 
Charlotte Street, London WIT 2NU (GB). ALLEN, 
Janet, Marjorle [GB/GB]; Inpharmatica Limited, 60 
Charlotte Street, London WIT 2NU (GB). ALLEN, 
Kathryn, Elizabeth [GB/GB]; Inpharmatica Limited, 60 



Charlotte Street, London WIT 2NU (GB). STANCOV- 
SKI, Dana [IL/GB]; Inpharmatica Limited, 60 Charlotte 
Street, London WIT 2NU (GB). PIERRON, Valerie, 
Nathalie [FR/GB]; Inpharmatica Limited, 60 Charlotte 
Street, London WIT 2NU (GB). PHILLIPS, Tom 
[GB/GB]; Inpharmatica Limited. 60 Charlotte Street, Lon- 
don WIT 2NU (GB). HUNT, Caroline, Ann [GB/GB]; 
Inpharmatica Limited, 60 Charlotte Street, London WIT 
2NU (GB). ENAYAT, Zinat, Ellaheh [GB/GB]; Inphar- 
matica Limited, 60 Charlotte Street, London WIT 2NU 
(GB). 

(74) Agents; GOODFELLOW, Hug|i, Robin et al.; Caip- 
maels & Ransfoid, 43 Bloomsbury Square, London WCl A 
2RA (GB). 

(81) Designated States (national): AE, AG, AL, AM, AT, AU, 
AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, 
CZ, DE, DK, DM, DZ, EC, EE, ES, H, GB, GD, GE, GH, 
GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 
LK, LR, LS. LT, LU, LV. MA, MD, MG, MK, MN, MW, 
MX, MZ, NI, NO, NZ, OM, PG, PH, PL. PT, RO, RU, SC, 
SD, SE, SG, SK, SL, SY, TJ, TM, TN, TR, TT, TZ, UA, 
UG, US, UZ, VC, VN, YU, ZA, ZM, ZW. 

(84) De^gnated States (regional): ARIPO patent (GH, GM, 
KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW), 
Eurasian patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), 
European patent (AT, BE, BG, CH, CY, CZ, DE, DK, EE, 
ES, FI, FR, GB, GR, HU, IE, FT, LU, MC, NL, PT, RO, 

f Continued on next page] 



(54) TiUe: HUMAN NUCLEAR HORMONE RECEPTOR 




Q (57) Abstract: This invention relates to the protein, termed BAB13403.1, herein identified as containing a Nuclear Hormone Re- 
ceptor Ligand Binding Domain and to the use of this protein and nucleic acid sequence from the encoding gene in the diagnosis, 
prevention and treatment of disease. 



W(Mo4/005346 A3 llllliiililililllililillililillllilli 



SE, SI. SK, TR), OAPI patent (BF. BJ, CF. CG, CI, CM, 
GA, GN, GQ, GW. ML, MR, NE, SN, TD, TG). 

Published: 

— with international search report 

— before the expiration of the time limit for amending the 
claims and to be republished in the event of receipt of 
amendments 

(88) Date of publication of the international search report: 

29 April 2004 



(15) Information about Correction: 
Previous Correction: 

see PCX Gazette No. 13/2004 of 25 March 2004, Section H 

For two-letter codes and other abbreviations, refer to the "Guid- 
ance Notes on Codes arid Abbreviations" appearing at the begin- 
ning of each regular issue of the POT Gazette. 




internatioURl search report 



Hon No 

PCT/GB 63/92848 



601N33/50 C12N5/10 A61K38/17 A61K39/80 

/taooidi«tolntefnattowalPalBrtaas9Bloato(IFK3ortoboftna«oi^ 



601N33/53 
A01K67/027 



B. HELOS SEARCHED 



Minkmmdocumentalionseaiched (classification system followed by classification symbols) 

IPC 7 C12N C07K C12Q 601N A61K A01K 



Documemation seaixiiBd other than minimum documentailon to the extent that such documents are Included In «» fields searched 



glm,trn.i^r ^tn tMiM.rnn«iiteddiiriiiffthB tntemaHonalseafehftiameofdatabasBand. where practical, search tenns used) 

EPO-Internal , WPI Data, PAJ. SEQUENCE SEARCH 



C. DOCUMENTS CONSIPEHED TP BE RELEVANT 



Category' C&atlon of dooumsrit, with Indication, where appropilats, of the relevart passages 



Relevant to dafen No. 



NA6ASE, T. ET AL.: "Predicton of the 
Coding Sequences of Unidentified Human 
Genes. XVIII. The Complete Sequences of 
100 New cDNA Clones from Brain Which Code 
for Large Proteins in vitro" 
DNA RESEARCH, 
vol . 7, no. 4, 

31 August 2000 (2000-08-31) . pages 

273-281, XP001012454 

clone ID: KIAA1577 

the whole document 

see especially: 

page 274; figure 1 

page 275; table 1 

and 

page 280; figure 3 
-& DATABASE MCBI PROTEIN DATABASE 
[Online] 22 February 2001 (2001-02-22) 
NAGASE, T. ET AL.: "KIAA1577 protein [Homo 



1.7-15. 

19-24. 

28,32-45 



1,7-15, 

19-24, 

28.32-45 



Further documoits are listed in the contlnuatbn of box C. 



m 



Patent family members are Bsted in annex. 



* Special categories of cited documents : 

"A" document defnlr^ the general state of the art which Is not 

centered to be of particular relevance 
"E' earlier document but published on or after the intemational 

fi&ngdate 

*L" documenlwhtchmaYthn)wdout)te onDrtoi1ty dsdm(s)w . 
which is cited to establish the publication data of another 
dtatbn or other special reason (as specffled) 

XT document referring to an oral disclosure, use. exhibition or 

other means 

"P" document published prior to the Intemational filing date but 
later than the priority date claimed 



"T later document published after the Intemational filing date 
or priority date and not in conflict with the application but 
dted to understand the prfriciple or theory underlying the 
lnvenfion 

:X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an Inventive step when the document ts tal<en alone 

"Y" document of particular relevance; the claimed invention 
cannot be considered to involve an inventive step when the 
document Is combined with one or more other such docu- 
ments, such combination being obvious to a person skined 
bi the art 

"a* document member of the same patent famly 



Date of the actual completion of the International search 

29 January 2004 



Date of mailong of the Intematkinal search report 

ia OZ 2004 



Name and maling address of the ISA 

European Patent Office, P.B. 5816 Patentlaan Z 
NL-2260HVRijswijlc 
Tel. (+31-70) 340-204a Tx. 31 651 epo n|. 
Fax: (+31-70)34(^3016 



Authorized officer 



Fuchs, U 



Form PCT/ISA/210 (second shoaO (Mf 1692) 



INTERNATION 



EARCH REPORT 



Inl l^^^eallonNo 

PCT/GB 03/62848 



C^ContlnuatlOtl) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* I CItmion of docunwnt,wtthbicUcatian,where appropriate, of the relevant passages 



sapiens]" 

Database accession no. BAB13403 
XP082268259 

cited in the application 
the whole document 

EGEA, P.F. ET AL.: "Crystal structure of 
the human RXRalpha ligand-binding domain 
bound to its natural ligand: 9-cis 
retinoic acid" 

EMBO JOURNAL. , ^ ^, , 

vol. 19» no. 11, 1 June 2008 (2000-86-01), 
pages 2592-2601. XPG02268433 
the whole document 

WoieO 58473 A (CURA6EN CORPORATION) 
5 October 2080 (2000-10-05) 

OrI^ ID: 2031 

thH whole dociiment 

se^ especially: 

psfge 262; tab^ia 1 

page 410; table 2 

page 411; table 2 

page 414; tablie 2 

page 42,0; tablie 2 

page 3248 -page 3249 

SE9 ID NOS: 4061 and 4862 

and . . - »^ 

page 5503 -page 5587; claims 1-32 

DATABASE EMBL [Online] 

20 January 2003 (2803-01-28) 

"Human polynucleotide SEQ ID NO: 648" 
Database accession no. ABZ11766 
XP002268260 
the whole document 
cited to provide information on the 
relevant sequence disclosed in WO82078539 
-& WO 02 870539 A (HYSEQ. INC.) 
12 September 2882 (2882-89-12) 

SEQ ID NO: 648 
the whole document 
see especially: 
page 187; table 1 
page 111; table 1 
page 114; table 1 
page 128; table 1 
page 1882; table 8 
and 

page 1808 -page 1811; claims 1-27 

-/- 



Relevant to daim No. 



1.6. 

8-15, 

19-24, 

28-30, 

32-45 



1,7-15, 
19-24, ■ 
28,32-45 



1.7-15, 

19-24, 

28.32-45 



FBnn PCniSM2t0^anlnualton of second sheeQ (July 1992) 



INTERNATION 




EARCH REPORT 



Hlcatlon No 

PCT/SB 03/02848 



C^Cominuation) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category" 



atatlon of document, with Indication, where appropriate, of the relevant passages 



Relevant to daim No. 



A 



DATABASE EMBL [Online] 

20 January 2003 (2003-01-20) 

"Human polypeptide SEQ ID NO: 1596" 
Database accession no. ABP69549 
XP002268261 
the whole document 
cited to provide information on the 
relevant sequence disclosed in WO0207G539 
-& WO 02 070539 A (HYSEQ, INC.) 
12 September 2002 (2002-09-12) 

SEQ ID NO: 1596 
the whole document 
see especially: 
page 208; table 2 
page 1002; table 8'.. 
and 

page 1008 -page 1011; claims 1-27 

DATABASE EMBL [Online], 

11 September 1997 (1997-09-11) 

NCI-CGAP: "nl50d03isl NCI_C6AP.. Rr4 Homo 

sapiens cDNA clone IMAGE: 1044T01, mRMA 

sequence" 

Database accession no. M558357 
XP002268262 

derived from prostatic intraepithelial 
neoplasia - high grade 
the whole document 

DATABASE EMBL [Online] 

18 April 1997 (1997-04-18) 

ADAMS, M.D. ET AL.: "EST96990 Testis I 

Homo sapiens cDNA 5' end" 

Database accession no. AA383339 

XPO022e8263 

derived from testis 

the whole document 

E6EA, P.F; ET AL.: "Molecular Recognition 

of Agonist Ligands by RXRs" 

MOLECULAR ENDOCRINOLOGY, 

vol. 16, no. 5, May 2002 (2002-05) » pages 

987-997, XP002268434 

the whole document 

see especially: 

page 988» column 1, line 44 - line 50 



1.7-15. 

19-24. 

28,32-45 



1.7-15, 

19-24, 

28,32.-45 



1,7-15. 

19-24, 

28,32-45 



1-15, 

19-24, 

28-45 



Ram PGT/lSA/210 (conlinuatlon ol second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



^plication No. 

PCT/6B 03/02848 



Box I Observatl nswh r certain claims were found unsearchable (Continuation of item 1 f first sheet) 
This Intemalional Search Report has not been established In respect of certain dalms under Article 1 7(2)(a) for the foDowIng reasons: 

^ ' ^ because S^^^ relate to subject matter not required to be searched by this Authority, namely: 

see FURTHER INFORMATION sheet PCT/ISA/210 



^' ^ Kset°heUlatetopart5ofthei^^ 

an extent thai no meaningful IrtemationaJ Search can be earned out, specifically: 

see FURTHER INFORMATION sheet PCT/ISA/210 



^ SSSfs^ftey are dependent claims and are not drafted In acddrdance with the secbnd and third sentences of Rule 6.4(a). 



Box II Observations where unity of Invention is laclcing (Continuation of Item 2 of first sheet) 



this International Searching Authority found multiple Inventions in this irtterratiohal appllcatfon, as fbUows: 



1.1 — I As an required additional search fees were timely paid by the appUcant, this International Search Report covers aU 
I — > searchable claims. 



2. rn As all searchable ctelrns could be searched without effort justifying an additional 
— of any additional fee. 

3 1 — I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
' I — 1 covers only those claims for which fees were paid, specifically claims Nos.: 



4. I I No required additional search fees were timely paid by the applicant Consequently, this International Search Report Is 
' — ' restricted to the Invention first mentioned In the claims; It is covered by claims Nos.: 



Remark on Protest Q The adcftlonal search fees were accompanied by the appUcanf s protest 

I I No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet {!)) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International Application No. PCT/6B 03/02848 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Continuation of Box I.l 

Although claims 35-37 are directed to a method of treatment of the 
human/animal body, the search has been carried out and based on the 
alleged effects of the compound/composition. 

Although claims 20, 22-24. 28 and 38 are directed to a diagnostic method 
practised on the human/animal body, the search has been carried out and 
based on the alleged effects of the compound/composition. 

Continuation of Box 1.2 

Claims Nos.: 14, 19. 22. 28, 32. 34-37 (all partially) and 16-18. 25-27 
(all completely) 

Present claims 14. 19 . 22 . 28. :32 and 34-37 relate to a lisand defined by 
reference to a desirable characteristic or property, namely "which binds 
specifically to, and which preferably inhibits the nuclear hormone 
receptor ligand binding domain activity of a polypeptide according to any 
one of claims 1-7". 

The claims cover all ligands having this characteristic or property, 
whereas the application provides support within the meaning of Article 5 
PCT and/or disclosure within the meaning of Article 5 PCT for only a very 
limited number of such ligands. In the present case, the claims so lack 
support, and the application so lacks disclosure, that a meaningful 
search over the whole of the claimed scope is impossible. Independent of 
the above reasoning, the claims also lack clarity (Article 6 PCT). An 
attempt is made to define the ligand by reference to a resijlt to be 
achieved. Again, this lack of clarity in the present case is such as to 

render a meaningful search over the whole of the claimed scope 

impossible. Consequently, the search has been earned oijt for those parts 
of the claims which appear to be clear, supported and disclosed, namely 
those parts relating to the antibody as a ligand specifically binding and 
preferably inhibiting the nuclear hormone receptor ligand binding domain 
acitivity of a polyppetide according to claims 1-7 as claimed in claim 
15. 

Further, present claims 16-18 relate to a compound defined by reference 
to a desirable characteristic or property,, namely "that either increases 
or decreases the level of expression or activity of a polypeptide 
according to any on eof claims 1-7". 

The claims cover all compounds having this characteristic or property, 
whereas the application provides no support within the meaning Article 
6 PCT and/or no disclosure within the meaning of Article 5 PCT for such 
compounds. In the present case, the claims so lack support, and tjf^m^ 
application so lacks disclosure, that a meaningful search is iinpossible. 
Independent of the above reasoning, the claims also lack clarity ^Article 
6 PCT). An attempt is made to define the compound by reference to a 
result to be achieved. Again, this lack of clarity in the present case is 
such as to render a meaningful search impossible. Consequently, no search 
has been carried out for claims 16-18 and the search for the dependent 



INTERNATIONAL SEARCH REPORT ,^^onal Application No. PCT/6B 03/02848 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



claims 19, 32 and 34-37 has been restrcited accordingly. 



Moreover, present claims 25-27 relate to a method of diagnosing a disease 
in a patient involving a mutation defined by reference to a desirable 
characteristic or property, namely "which is associated with disease . 

The claims cover all mutations having this characteristic or property, 
whereas the application provides no support within the meaning of Article 
6 PCI and/or no disclosure within the meaning of Article 5 PCT for such 
mutations. In the present case, the claims so lack support, and the 
application so lacks disclosure, that a meaningful search is impossible. 
Independent of the above reasoning, the claims also lack. .clarity (Article 
6 PCT). An attempt is made to define the mutation by reference to a 
result to be achieved. Again, this lack of clarity in tha present case is 
such as to render a meaningful search impossible. Consequently, no search 
has been carried, out for clains 2S-27 and the search for lthe dependent . 
claiin 28 has. been restricted accordingly. 

'* - ■ . ... . _ • 

The applicant' sit attention is drawn to the fact that claims, oij. parts: lof 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of. .an 
international ppeli mi nary examination (Rule 66.1(e) PCT) The, iappli cant . 
is advised that /the EPO policy when acting as an International 
Prelimine«ry .Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched: This:ms 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 



INTERNATIONI 



EARCH REPORT 

m on patent tamlfy members 



ims ^^pRcatlon No 

Pti/bb 03/02848 



Patent document 
cited in search report 


1 


Publication 
date 


Palant family 
inember(s) 


Publlcallon 
dal» 


wo 0058473 


A 


05-10-2000 


AU 


3774500 A 


16-10-2000 






CA 


2383592 Al 


05-10-2000 








EP 


1165784 A2 


02-01-2002 








WO 


0058473 A2 


05-10-2000 








US 


2003198953 Al 


23-10-2003 


WO 02070539 


A 


12-09-2002 


CA 
EP 
WO 
US 
US 


2440257 Al 
1381621 A2 
02070539 A2 
2003032034 Al 
2064005592 Al 


12-09-2002 
21-01-2004 

12- 09-2002 

13- 02-2003 
08-01-2004 



Rirm PCT/ISA/210 (patent family annsiO (Juty 1992) 



